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ANSWER 1 OF 1 HCAPLUS COPYRIGHT 2 007 ACS on STN 

Combination therapy for depression, prevention of suicide, and various 
medical and psychiatric conditions 

The present invention relates to a new method of treatment for persons 
meeting diagnoses for major depressive disorder, or other unipolar 
(non-bipolar, nonpsychotic and non- treatment resistant) depression. The 
method comprises administering a combination of two categories of drugs, 
antipsychotics or dopamine system stabilizers, in combination with a newer 
antidepressant such as a selective serotonin 

reuptake inhibitor, as initial treatment or as soon as possible. 
The method targets the prevention of suicide, and provides other benefits 
including preventing disease progression development of tolerance toward 
the antidepressants. Another aspect of the invention relates to using the 
method for alleviating cognitive distortion and 

related functional impairment or health risks, and/or using the method for 
smoking cessation or nicotine withdrawal. 
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TI Method of using a cyclooxygenase 2 (COX- 2) inhibitor and a 5-HT1A receptor 
modulator as a combination therapy for pain, inflammation, and other 
conditions 

AB Compns. and methods to treat or prevent pain, inflammation, or 

inflammation-related disorder, as well as a neurol . disorder involving 
neurodegeneration involve a combination of a COX-2 inhibitor and a 5-HT1A 
receptor modulator. 
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TI Combination therapy for depression, prevention of 

suicide, and various medical and psychiatric conditions 

AB The present invention relates to a new method of treatment for persons 
meeting diagnoses for major depressive disorder, or other 
unipolar (non-bipolar, nonpsychotic and non- treatment resistant) 
depression. The method comprises administering a combination of 
two categories of drugs, antipsychotics or dopamine system stabilizers, in 



combination with a newer antidepressant such as a selective serotonin 

reuptake inhibitor, as initial treatment or as soon as possible. The 

method targets the prevention of suicide, and provides other 

benefits including preventing disease progression development of tolerance 

toward the antidepressants. Another aspect of the invention relates to 

using the method for alleviating cognitive distortion and related 

functional impairment or health risks, and/or using the method for smoking 

cessation or nicotine withdrawal. 
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Collegium Internationale Neuro-Psychopharmacologicum (C.I.N. P.): XXIIIrd 

congress: Montreal, Canada, 23-27 June 2 002 

A review. The goal of the 23rd Collegium Internationale 

Neuro-Psychopharmacologicum (C.I.N. P.) Congress was to unite the preclin. 
knowledge and clin. experience of the basic scientists and psychiatrists, 
researchers and clinicians into understanding of the neurobiol . basis of 
mental disorders, to critically evaluate the data from in vitro to in vivo 
animal models, to extrapolate these data, if possible and with caution, 
into better comprehending of the biol . basis of pathophysiol . , to improve 
the treatment of psychiatric disorders, and to achieve total remission, 
not only a response in patients and to reduce the occurrence of adverse 
effects of neurotropic drugs. The main topics of the congress were 
depression, apathy, schizophrenia, PTSD, AD, panic disorders, GAD, 
attention def icit/hyperactivity disorders, alcoholism, bipolar disorders, 
eating disorders and suicide. The news were that chronic 
smoking has some similar effects like the effects of antidepressant in 
MDD, some new combinations of SSRIs with atypical antypsychotics in the 
treatment of depression, combinations of SSRI with 
olanzapine in the treatment of nonpsychotic but treatment 



resistant PTSD, and some potentially new antidepressants, like SPAs and 
CRF1 receptor antagonists. The congress focused on the treatment 
considerations in elderly, the adverse effects of psychotropic drugs, 
especially 

effects on plasma lipids and plasma glucose, and cardiovascular effects of 

psychotropic drugs. 
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L10 ANSWER 5 OF 2 0 HCAPLUS COPYRIGHT 2007 ACS on STN 

TI Depression and dysphoria in adult and adolescent patients with 

Tourette's disorder treated with risperidone 
AB Depression is a common comorbid condition in patients with 

Tourette's disorder. While risperidone is not usually known to 
induce dysphoria or depression in patients treated for other 
psychiatric disorders, previous short-term 4- to 12 -wk trials of 
risperidone for Tourette's disorder have reported a 2.6% to 30.8% 
incidence of depression. A retrospective study was carried out 
in 58 adult and adolescent patients with Tourette's disorder (Tourette 
Syndrome Classification Study Group diagnosis) who received 
risperidone between Jan. 1, 1993, and Dec. 31, 2000, at the Allan 
Memorial Institute, McGill University Health Center, Montreal, Quebec, 
Canada. Charts of all patients were examined for evidence of, and risk 
factors for, DSM-IV-def ined major depressive disorder (MDD) or 
dysphoria. Seventeen (29.3%) of 58 patients developed MDD, including 1 
patient who later committed suicide and 13 patients (22.4%) who 
became dysphoric while taking risperidone. Nine of the 17 

patients who developed MDD were relapses, i.e., patients with a history of 
depression prior to taking risperidone, while the 

remainder were new cases, i.e., patients with no previous history of 
depression. A pos . personal history of MDD was the only factor to 
significantly (p <.001) predict the development of depression 
while taking risperidone. Seventy percent of those who 
developed MDD or dysphoria and discontinued risperidone did so 
specifically as a result of this adverse event. MDD and dysphoria 
commonly occurred in this cohort of adult and adolescent Tourette's 
disorder patients treated with risperidone, particularly in 
patients with a previous history of depression. 
Depression and dysphoria were frequent reasons for 
risperidone discontinuation. 
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TI Severe depression: is there a best approach? 

AB A review. A major depressive episode can be categorized as 
severe based on depressive symptoms, scores on 
depression rating scales, the need for hospitalization, 
depressive subtypes, functional capacity, level of suicidality and 
the impact that the depression has on the patient. Several 
biol . , psychol. and social factors, and the presence of comorbid 
psychiatric or medical illnesses, impact on depression severity. 
A number of factors are reported to influence outcome in severe 
depression, including duration of illness before treatment, 
severity of the index episode, treatment modality used, and dosage and 
duration of and compliance with treatment. Potential complications of 
untreated severe depression include suicide, 

self -mutilation and refusal to eat, and treatment resistance. Several 
antidepressants have been studied in the treatment of severe 
depression. These include tricyclic antidepressants (TCAs) , 
selective serotonin reuptake inhibitors (SSRIs) , serotonin-noradrenaline 
(norepinephrine) reuptake inhibitors, noradrenergic and specific 
serotonergic antidepressants, serotonin 5-HT2 receptor antagonists, 
monoamine oxidase inhibitors, and amfebutamone (bupropion) . More 
recently, atypical antipsychotics have shown some utility in the 
management of severe and resistant depression. Data on the 
differential efficacy of TCAs vs. SSRIs and the newer antidepressants in 
severe depression are mixed. Some studies have reported that 
TCAs are more efficacious than SSRIs ; however, more recent studies have 
shown that TCAs and SSRIs have equivalent efficacy. There are reports that 
some of the newer antidepressants may be more effective than SSRIs in the 
treatment of severe depression, although the sample sizes in 
some of these studies were small. Combination therapy has been reported 
to be effective. The use of an SSRI-TCA combination, while somewhat 
controversial, may rapidly reduce depressive symptoms in some 
patients with severe depression. The combination of an 
antidepressant and an antipsychotic drug is promising and may be 
considered for severe depression with psychotic features. 
Although the role of cognitive behavior therapy (CBT) in severe 
depression has not been adequately studied, a trial of CBT may be 
considered in severely depressed patients whose symptoms respond poorly to 
an adequate antidepressant trial, who are intolerant of antidepressants, 
have contraindications to pharmacotherapy, and who refuse medication or 
other somatic therapy. A combination of CBT and antidepressants may also 
be beneficial in some patients. Electroconvulsive therapy (ECT) may be 
indicated in severe psychotic depression, severe melancholic 
depression, resistant depression, and in patients 

intolerant of antidepressant medications and those with medical illnesses 
which contraindicate the use of antidepressants (e.g. renal, cardiac or 
hepatic disease) . 
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TI Does lithium exert an independent antisuicidal effect? 

AB Aim of study: Recent investigations have indicated that adequate lithium 



f 



treatment lowers the suicide mortality associated with affective 
illness. One important question is whether the mechanism by which lithium 
prophylaxis may be effective in prolonging survival can be explained 
exclusively in terms of successful protection against the recurrence of 
depressive episodes, or whether one should consider an independent 
anti-suicidal factor. Methods: We investigated a group of 
high-risk patients with recurrent affective disorders (n = 167) who had 
committed one or more suicide attempts before the start of 
lithium prophylaxis within a collaborative project by the International 
Group for the Study of Lithium Treated Patients (IGSLI) . According to 
their recurrence- related response to long-term lithium prophylaxis, 
patients were classified into three groups: excellent (n = 45), moderate 
(n = 81) and poor responders (n = 41) . Only depressive episodes 
resulting into hospitalisation were considered. A marked reduction in the 
number 

of suicide attempts was observed in the excellent lithium 
responders. However, we also found that over 80% of moderate responders 
and nearly 50% of poor responders did not exhibit any further 
suicidal behavior during lithium treatment. Furthermore, we could 
demonstrate a significant reduction of suicide attempts per yr as 
compared to a corresponding pre-lithium period in all three groups (0.10 
vs. 0.33, 0.06 vs. 0.27, 0.02 vs. 0.26). . There were four suicides in this 
high-risk group, corresponding to a suicide-related standardized 
mortality ratio (SMR) of 13.7. This contrasts sharply with an expected 
suicide SMR of approx. 100 in this population. Suicide 

risk was not related to the recurrence-preventing effect. Conclusion: The 
reduction in suicide attempts, in both responders and 
non- responders, indicates that lithium possesses a specific anti- 
suicidal effect besides its mood- stabilizing property. 
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TI Treatment of suicidality in schizophrenia 

AB A review with 48 refs. Between 4 and 13% of people with schizophrenia 
commit suicide and between 25 and 50% make a suicide 

attempt, a reflection of the devastating toll this syndrome takes on the 
quality of life, i.e., the subjective and objective sense of well-being. 
Many risk factors for suicide in schizophrenia have been 
identified, the most important of which are previous suicide 
attempts, depression, hopelessness, substance abuse, and male 
gender. Insight into having a serious mental illness and less severe 
cognitive impairment are also associated with increased risk for 
suicide in schizophrenia, most likely when accompanied by feelings 
of hopelessness. Typical neuroleptic drugs have not been shown 
to reduce the risk of suicide. However, several types of 
evidence suggest that clozapine, an atypical antipsychotic drug, 
appreciably reduces the suicide attempt and completion rates in 
schizophrenia and schizo-af f ective disorder, perhaps by as much as 75-85%. 
Other atypical antipsychotic drugs may have a similar effect, 
but direct evidence is lacking. Improvement in pos. and neg. symptoms, 
reduced extrapyramidal side effects (EPS) , a direct antidepressant action, 
improved cognitive function, and improved compliance may contribute to 
reduced suicidality. The International Suicide Prevention Trial 



(InterSePT) is a large prospective, randomized study intended to compare 
the effectiveness of clozapine with that of olanzapine in 
reducing suicide and suicide-related events in 

schizophrenic and schizoaffective patients. Some information about 

suicidality in the patient sample is reported here. 
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TI RNA Editing of the Human Serotonin 5-HT2C Receptor Alterations in 
Suicide and Implications for Serotonergic Pharmacotherapy 

AB RNA encoding the human serotonin 5-HT2C receptor (5-HT2CR) undergoes 

adenosine- to- inosine RNA editing events at five positions, resulting in an 
alteration of amino acids in the second intracellular loop. Several 
edited 5-HT2CRs possess a reduced G-protein coupling efficiency compared 
to the completely non- edited isoform. The current studies show that the 
efficacy of the hallucinogenic drug lysergic acid diethylamide and of 
antipsychotic drugs is regulated by RNA editing, suggesting that 
alterations in editing efficiencies or patterns might result in the 
generation of a 5-HT2CR population differentially responsive to 
serotonergic drugs. An examination of the efficiencies of RNA editing of 
5-HT2CR in prefrontal cortex of control individuals vs. subjects diagnosed 
with schizophrenia or major depressive disorder revealed no 
significant differences in RNA editing among the three populations. 
However, subjects who had committed suicide (regardless of 
diagnosis) exhibited a statistically significant elevation of editing at 
the A- site, which is predicted to change the amino acid sequence in the 
second intracellular loop of the 5-HT2CR. These findings suggest that 
alterations in RNA editing may contribute to or complicate therapy in 
certain psychiatric disorders. 
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TI Olanzapine: Preclinical and clinical profiles of a novel 

antipsychotic agent 
AB A review with 278 refs. The novel antipsychotic agent 

olanzapine (Zyprexa, Eli Lilly and Company) is a 

thienobenzodiazepine analog marketed for the treatment of schizophrenia. 
Olanzapine's diverse receptor binding profile and greater affinity 



for serotonin receptors over dopamine receptors is thought to impart 
antipsychotic efficacy with a low incidence of serious 

extrapyramidal symptoms (EPS) . With once daily dosing steady-state plasma 

concns. reached within approx. 1 wk. Olanzapine is extensively 

metabolized by the liver, is mostly excreted in the urine, and has few 

drug infractions. In clin. trials, the efficacy of olanzapine 

for treating schizophrenia is better than placebo and haloperidol and 

comparable to risperidone. Olanzapine may also 

ameliorate some comorbid symptoms including neg. symptoms, 

depression, anxiety, substance abuse, and cognitive dysfunction, 

and it is effective in the long-term maintenance of response, 

treatment-resistance, and improving quality of life. The overall direct 

costs are lower with olanzapine treatment compared with 

haloperidol or risperidone treatment. In clin. trials, 

olanzapine demonstrates a favorable safety profile. The most 

frequently reported treatment -emergent adverse events are somnolence, 

schizophrenic reaction, insomnia, headache, agitation, rhinitis, and weight 

gain. Significantly fewer EPS (based on formal rating scales) and 

incidences of tardive dyskinesia have been reported for olanzapine 

compared with haloperidol. Olanzapine has not been associated with 

persistent elevations of prolactin above the upper limit of normal nor has 

it been associated with clin. significant changes in cardiac QTc interval. 

Fewer incidences of suicide attempts have been reported with 

olanzapine compared with placebo, haloperidol, or 

risperidone treatments. There is evidence that olanzapine 

may be effective in the treatment of mood disorders, psychosis associated 

with. Alzheimer's disease, obsessive-compulsive disorder, pervasive 

developmental disorders, and delirium. Patients with schizophrenia have 

been successfully switched from other antipsychotics to olanzapine 

In conclusion, olanzapine offers a significantly improved 
risk-to-benefit profile compared with haloperidol and possibly 
risperidone, and thus should be considered an important treatment 
option for schizophrenia and related disorders. 
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TI The efficacy of atypical antipsychotics in the treatment of 

depressive symptoms, hostility, and suicidality in patients with 

schizophrenia 

AB A review with 80 refs. Depressive symptoms and syndromal 
depression commonly occur in patients with schizophrenia. 

Schizophrenia is also associated with aggression directed at self and others. 
For this article, the available literature regarding the efficacy of 
clozapine, risperidone, olanzapine, quetiapine, and 
ziprasidone in the treatment of depression, hostility, 
and suicidality in patients with schizophrenia was reviewed. These 
studies suggest that atypical antipsychotics may exert therapeutic effects 
on depression and hostility as well as psychosis and that 
clozapine and olanzapine may reduce suicidality in patients with 
schizophrenia. These therapeutic actions appear to represent addnl . 
advantages of atypical antipsychotics compared with standard agents. 
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TI Pharmacotherapy for personality disorders 

AB A review with 27 refs. Double-blind, placebo-controlled trials of 

pharmacotherapy for personality disorders (PD) were reviewed, and the 

indications concluded were as follows: (1) Severe cases of both Borderline 

Personality Disorder (BDP) and Schizotypal Personality Disorder (SPD) 

respond to low dose antipsychotic drugs resulting in improvement 

of a broad spectrum of symptoms. They also respond to monoamine oxidase 

inhibitor (MAOI) . Amitriptyline causes a paradoxical effect. (2) 

Borderline personality disorder with behavioral dyscontrol responds to 

carbamazepine which reduces actual episodes of dyscontrol, to an 

antipsychotic drug and to MAOI. Alprazolam is associated with an 

increase in suicidality and dyscontrol. Borderline personal disorder or 

Histrionic Personality Disorder with a tendency to suicide, 

responds to a depot antipsychotic drug. Personality disorders 

with aggressive behavior respond to lithium. Moderately severe PD with 

explosive behavior respond to oxazepam, but at a dose where the side 

effect is sedation. (3) Borderline personality disorder and SPD with 

psychotic symptoms respond to an antipsychotic drug which 

improves psychotic symptoms as well as neurotic symptoms. Emotionally 

Unstable Character Disorder with a disturbance of mood swings, responds to 

lithium. Adolescent PD respond to an antipsychotic drug. (4) 

Comorbid atypical depression of histrionic personality and BPD 

respond to MAOI or imipramine . Comorbid neurotic disorder of PD responds 

to dothiepin. Comorbid social phobia of avoidant and dependent PD 

responds to MAOI . 
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TI Atypical antipsychotics for treatment of depression in 

schizophrenia and affective disorders 
AB A review with 28 refs. Depression in schizophrenia may be 

partially responsible for the increased suicide rate in 

schizophrenic patients, which is >20 times higher than that found in the 
general population. Affective disorders in patients with schizophrenia 



are associated with a poor outcome, an increased risk of relapse, and a high 
rate of suicide. There is evidence that atypical antipsychotics 
may contribute to a reduction in suicidality, and although the new drugs are 
marketed for the treatment of schizophrenia, their novel psychopharmacol . 
effects suggest the possibility of other therapeutic applications. Recent 
studies of the efficacy of the novel antipsychotics found that these 
agents may produce an antidepressant effect in schizophrenia and may be 
used as either an adjunctive medication or an alternative to mood 
stabilizers in patients with affective disorders. 
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TI Dopamine Dl and D2 receptor binding sites in brain samples from depressed 
suicides and controls 

AB Dopamine Dl and D2 receptors were measured (by saturation binding of 
[3H]SCH23390 and [3H] raclopride) in caudate, putamen, and nucleus 
accumbens obtained at post-mortem from suicide victims with a 
firm retrospective diagnosis of depression and from matched 
controls. There were no differences in the number or affinity of Dl or D2 
receptors between suicides who had been free of antidepressants for at 
least three months prior to death, and controls. Increased nos . and 
decreased affinity of D2 receptors were however found in each brain region 
of antidepressant- treated suicides. The authors argue that these 
increases are related to concurrent treatment with neuroleptics rather 
than a direct effect of antidepressants. Increased nos. of Dl receptors 
in antidepressant- treated suicides were seen only in nucleus accumbens. 
This increase could not be clearly attributed to neuroleptics and may be 
related to antidepressant treatment. 
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TI Emerging clinical uses of clozapine 

AB A review with .apprx.76 refs. Clozapine may be useful in a variety of 
neuropsychiatric disorders other than neuroleptic -resistance or 
intolerance in schizophrenia despite the approx. 1% risk of 
granulocytopenia or agranulocytosis. Its advantages over typical 
neuroleptics in efficacy and side effect profile appear to apply for a 
variety of other disorders in which it has been used and clin. useful. 
These include refractory mania, psychotic depression, organic 



psychoses, aggression in psychotic patients, dopaminomimetic- induced 
psychosis, schizophrenia with hyponatremia and polydipsia, 
suicidal schizophrenics, mental retardation with schizophrenia, 
and borderline personality disorder. Neuroleptic- responsive 
schizophrenia should also be considered a potential indication for 
clozapine by carefully considering the potential benefits vs. risks and 
costs. 
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